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AMENDMENTS TO THE SPECIFICATION 



Please amend the paragraph beginning on page 5, line 26 as follows: 

In addition, molecules called PNA "clamps" ha^e been synthesized which have two 
identical PNA sequences joined by a flexible hairpin linker containing three 8-amino-3,6- 
dioxaoctanoic acid units. When a PNA clamp is mixed with a complementary homopurine or 
homopyrimidine DNA target sequence, a PNA-DNA-PNA triplex hybrid can form which is 
extremely stable (Bentin et al., Biochemistry 35:8863-8869, 1996; Egholm et aL, Nucleic Acids 
Res. 23:217-222, 1995; Griffith et al., J. Am. Chem. Soc 117:831-832, 1995). The sequence- 
specific and high affinity duplex and triplex binding of ?NA have been extensively described 
(Nielsen et al., Science 254:1497-1500, 1991; Egholm et id., J, Am. Chem. Soc. 114:9677-9678, 
1992; Egholm et al., Nature 365:566-568, 1993; Almarsscti et al., Proc. Natl Acad. Set U. S. A. 
90:9542-9546, 1993; Demidov et al, Proc. Natl. Acad. Sci. U. S A. 92:2637-2641, 1995). They 
have also been shown to be resistant to nuclease and protease digestion (Demidov et al., 
Biochem. Pharm. 48:1310-1313, 1994). DNA analogs ouch op phoophorothioat e s ore also 
cont e mplated h e r e in (see U.S. Patent No. 5,459,127). 

Please amend the paragraph beginning on pajje 8, line 26 bridging to page 9 as 
follows: 

Although any transfection method well known in the art may be used to transfect the 
. transcriptionally active PCR fragments of the invention iito cells or tissues including calcium 
phosphate precipitation, electroporation and DEAE-dextran, cationic lipid-mediated transfection 
is preferred. Gene delivery systems are described by Felgrer et al. (Hum. Gene Ther. 8:51 1-512, 
1997) and include cationic lipid-based delivery systems (lipoplex), polycation-based delivery 
systems (polyplex) and a combination thereof (lipopolyple c). Cationic lipids are described in Ur 
SrUSL Patent Nos. 4,897,355 and 5,459,127, the entire contents of which are hereby incorporated 
by reference. As set forth in U.S. Patent No. 5,459.127. Tolarticularlv preferred contemp lated 
uses of the invention are deliveries of either an antisense polynucleotide or ribozvme as described 
above, and having as its tareet the rev site of the HIV genome (Scientific American. October 
1988. pp. 56-57 V Matsukura. M. et al. Proc. Nat'l. Acad. Sea. 86:4244-4248 (1989) describe a 28- 
mer phosph orothioate compound anti-HIV (anti-rev trans ictivator) specific for the site. Other 
therapeutic uses of c ationic lipids herein disclosed include = the liposomal delivery of nucleoside 

-2- 

PACE 6/24 " RCVD AT 7/20/2004 2:56:27 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-3/24 * DNIS:2730789 » CSID:16192350176 * DURATION (mm-ss):09-22 



* % 07/20^04 11:57 FAX 16192350176 



KMOB SAN DIEGO 




El 007 



Appl. No. 
Filed 



Nr#919,758 
July 31, 2001 



°I — nucleotide analogues having an antiviral effect, such as dideoxvnucleotides. 
didehvdronucleotides . nucleoside or nucleotide analoeuss having halo-substituted purine or 
pyrimidine rings such as S-trifluoromethvl-2'-deoxvuriline or 5-flurouracil: nucleoside or 
nucleotide analogues having halo- and azido-substituted ribose moieties, such as 3'-azido- 
S'deoxvthvmidine fAZT). nucleosi de analogues having carbon substituted for oxygen in the 
ribose moiety (carboc vclic nucleosides), or nucleotide analogues having an acyclic pentose such 
as acyclovir or gancvclo vir (DHPGY The liposomal delivery of such analogues is disclosed in 
U.S. patent application Ser. No. 099.755 filed September. 1987 bv Hostetler and Richman. The 
antiviral potency of th ese analogues is found to be increas ed when they are presented to the cells 
as phospholipid derivatives. These derivatives may be incorporated into the liposomal structure 
for administration to cells thereby fo rming a more stable lipos omal complex which can deliver 
greater amounts of drugs to target cel ls with less toxicity. Effec tive antiviral lipid derivatives nf 
nucleoside analogues comprise phosph atidyl 2'.3'-didenxy r nr.lensi des. 2'3'-didehvdronucleosides. 
3'-azido-2'-deoxynucleosides. 3'-fl uorodeoxvnucleosides and 3'-fluorodideoxvnucleosides. 9- 
■beta.-D-arahinofiiimosvlademne (araAV l-.beta.-D-aTahin nnirar.n R y |cvtidine farad, nucleosides 
such as acyclovir and gancvclovir having an acvclir. rihnse group. or the same nucleoside 
analogues as diphosphate diglvcerid e derivatives. PreffrreH species of lipid derivatives nf 
antiviral or antiretroviral nucleoside a nalogues for the trea tment of HIV infection using catinnir. 
liEid — mediated — liposomal delivery are phospholipid derivatives of 3'-azido-2'.3'- 

dideoxypyrimidine, 3^ialopyrimidine dideoxvnucleo side, or a 2\3'-mdehvdro-2'.3'- 

dideoxynucleoside. for example, phosphatidyl 3W .irfn-3H eoxvthvmidine fnAZTt nr 
phosphatidyl — 2-chlorodeoxvadenosine. Certain viral infections, comprising herp es, 
cytomegalovirus, and hepatitis B infect i ons are effective ly treated with nucleoside analogues 

comprising , acyclovir, gancvclovir. l-f2-deoxv-2 , -nuoro-l-.beta.-D-arabinofiirannsy i ys- 

iodocytosine fFIAC) or U2Vdeoxv-2'-fl uoro-l-.beta.-D-arabmofuranosvl , >5-iodouracil (FIAT!) 
Phospholipid derivatives of these agents, p referably the p hosphatid yl and diphosphate digrvceride 
derivatives can be administered in t h ese diseases using cati o nic lipid liposomal delivery systems , 
according to the invention. Details of the structures, synt hesis an d liposomal delivery of lip id 
derivatives of antiviral nucleosides ar e presented in U.S. p atent applications Ser. Nos. 216,419; 
319.485: and 373.088 which are hereby incorporated bv reference." 
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